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of the rapidly evolving data sets in AML and MDS. To bridge the gap between research and patient care, this CME activity will deliver a 
serial review of recent key presentations and publications and expert perspectives on how these new evidence-based concepts can be 
applied to routine clinical care. This activity will assist medical oncologists and other cancer clinicians in the formulation of optimal clinical 
management strategies for AML and MDS.
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• Appraise the benefits and risks of low-dose decitabine for elderly patients with intermediate- or high-risk MDS.
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Click to go directly to our slides and comments on the recent review of 
myelodysplastic syndromes, a new proposed prognostic model for MDS, 
the effect of pre-HCT azacitidine therapy on post-transplant outcomes, the 
efficacy of decitabine on survival in elderly patients with higher-risk MDS, and 
a comparison of three alternative azacitidine treatment regimens. 

As we were about to hit the send button on this, our latest e-blast, I happened to be on 
PubMed and stumbled across a just e-published (Nov 5) New England Journal review 
article on myelodysplastic syndromes (MDS). Thinking that the paper might be an 
important addition to this project, I quickly poured over the work. As usual, our entire 
clinical team loved the NEJM graphics (best in the business!), and the science behind 
this instant classic by Ayalew Tefferi and James Vardiman was spectacular. Further 
examination revealed only one prior (1999) NEJM review article on MDS, in which for 
example, there was but a brief mention of an initial 29 patient report of 5-azacitidine 
— the only reference to demethylating agents. Lenalidomide was nowhere to be found 
in this “ancient” document by Mark Heaney and David Golde. So at the last minute, we 
bypassed our usual formal faculty review and integrated this serendipitous discovery 
into the enclosed activity.

The concluding statements of these two review articles separated by 10 years reflect 
first a hopeful wish (1999): “The next decade will probably see a marked improvement 
in our ability to manage myelodysplasias as well as AML” and then confidence (2009): 
“Increasing information on the identity and nature of transformed hematopoietic 
stem cells and advances in biotechnology are helping to create the ‘perfect storm’ for 
breaking the current stalemate in our understanding of this disease.”

So where are we today in MDS? Our faculty — Gail Roboz, Steven Gore and Hagop 
Kantarjian — once again comment on four papers that were identified and prioritized 
as important to clinical practice. The first addresses a proposed new prognostic 
model for MDS that accounts for such important factors as prior therapy and adverse 
cytogenetic profiles. The paper’s author, Dr Kantarjian, believes this new system is 
superior to IPSS, but only time will tell.

Paper 2 comes out of the Moffitt Cancer Center and is a retrospective review 
of 54 patients receiving hematopoietic stem cell transplant (HCT) for MDS or chronic 
myelomonocytic leukemia (CMML). The outcomes of 30 patients receiving pre-HCT 
treatment with 5-azacitidine were compared to and found to be very similar to the 
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outcomes of 24 patients who did not receive this agent, leading the authors to conclude 
that 5-azacitidine can be safely and effectively used to stabilize patients prior to 
transplant. 

The third study examines the other available demethylating agent, decitabine, and 
demonstrates that in spite of a 34 percent response rate, no improvement in overall 
survival (OS) was observed compared to supportive care in this well-conducted trial 
completed in Europe. While the lack of OS benefit in this study may relate to suboptimal 
duration of treatment, a recent US national Patterns of Care study conducted by 
our education group in preparation for an upcoming ASH satellite symposium 
demonstrated that 80 percent of oncologists using an up-front demethylating agent for 
MDS chose 5-azacitidine, perhaps reflecting the OS benefit reported with this agent.

Finally we have a report of three alternative doses/schedules of 5-azacitidine in 
MDS that through indirect comparison appear to be as effective and well tolerated as 
the approved day 1-7 regimen that requires weekend infusions. We may need a head-
to-head trial to be fully convinced but it seems like a more patient-friendly regimen may 
in fact be out there.

The publications and presentations in this short series testify to significant forward 
momentum in MDS and AML. However, the ultimate hope is that 10 years from now, the 
next NEJM review article on MDS or AML will describe the unraveling and elimination of 
these diseases that have for so long resisted research progress.

Coming up next on 5-Minute Journal Club: a Phase II trial of up-front clofarabine in 
older patients with AML, a review of prognostic and predictive markers in AML, a trial 
of decitabine in older patients with AML and finally a retrospective review of more than 
1,000 patients with AML and MDS receiving HCT demonstrating similar efficacy and 
toxicity patterns regardless of patient age, up to 78.
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EORTC-06011: Low-Dose Decitabine versus Best 
Supportive Care for Elderly Patients with Intermediate- 
or High-Risk MDS
Presentation discussed in this issue:

WijerMans P et al. Low dose decitabine versus best supportive care in elderly 
patients with intermediate or high risk MDS not eligible for intensive 
chemotherapy: Final results of the randomized phase III study (06011) of the 
EORTC Leukemia and German MDS Study Groups. Blood 2008;Abstract 226. 

Slides from the journal article and transcribed comments from 
recent interviews with Gail J Roboz, MD (10/6/09), Steven D Gore, 
MD (10/8/09) and Hagop M Kantarjian, MD (10/17/09) below
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GAIL J ROBOZ, MD: This Phase III study showed a lack of survival benefit with low-
dose decitabine over best supportive care, although it should be pointed out that 
the majority of patients did not receive multiple cycles of decitabine as received in 
the study with azacitidine. This highlights the need for repeated cycles over a longer 
period of time with the use of hypomethylating agents, in order to obtain the full 
benefit.

STEVEN D GORE, MD: This is a randomized trial that is similar to the azacitidine-
001 study, but with decitabine versus best supportive care, in elderly patients with 
intermediate- or high-risk MDS. The FDA-approved treatment schedule for decitabine 
used in this study did not show a significant improvement in time to AML or death. 
I believe that these results, together with those from the AZA-001 study, establish 
the FDA-approved dose schedule of azacitidine as being the preferred treatment for 
patients with high-risk MDS. This is also acknowledged in the NCCN guidelines.

HAGOP M KANTARJIAN, MD: This study with decitabine was similar to the one 
with azacitidine versus conventional care. It has not been well publicized because the 
data were negative. In this study there were 233 patients with a median age of 70 
years with the worst of the worst — patients with intermediate-2 and high-risk MDS. 
These patients were exposed to a dose schedule of three instead of seven days and 
courses were administered every six to eight weeks instead of every four weeks, with 
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a maximum number of eight courses. I believe that with an adverse-risk population, 
shorter and less frequent drug exposure and a shorter number of courses, it is not 
unusual that a survival benefit was not seen. Notice also that in the supportive care 
arm, the median survival was 8.5 months in contrast to 15 months in a previous 
study, suggesting that this is a population that is much worse than the one in the 
study of azacitidine versus conventional care.

Patients received a median of four cycles of decitabine, as opposed to the median 
number of nine cycles administered to patients in the study with azacitidine. 
Consequently, the CR rate is lower and the overall response rate is lower — in the 
range of 34 percent. There was significant prolongation of the progression-free 
survival, but the bottom line is there was no survival benefit, unlike with azacitidine.

Dr Roboz is Associate Professor of Medicine and Director of the Leukemia Program at Weill 
Medical College of Cornell University at NewYork-Presbyterian Hospital in New York, New York.

Dr Gore is Professor of Oncology at Johns Hopkins University in Baltimore, Maryland.

Dr Kantarjian is Chairman and Professor of the Leukemia Department at The University of 
Texas MD Anderson Cancer Center in Houston, Texas.
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